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Application/Control Number: 10/699,966 Page 
Art Unit: 1652 

After reading applicants' election, amendment of the claims and 
remarks, the following second restriction requirement is deemed needed: 

Restriction to one of the following inventions is required under 35 
U.S.C. 121: 

I. Claims 124-125, 133, drawn to a method of synthesizing a bispeci- 
fic antibody comprising VH antibody 1-S-VL antibody 1-S-VL anti- 
body 2-S-VH antibody 2, classified in class 530, subclass 387.3. 

II. Claims 124-125, 133, drawn to a method of synthesizing a bispeci- 
fic antibody comprising VH antibody 1-S-VL antibody 1-S-VH anti- 
body 2-S-VL antibody 2, classified in class 530, subclass 387.3. 

III. Claims 124-125, 133, drawn to a method of synthesizing a bispeci- 
fic antibody comprising VL antibody 1-S-VH antibody 1-S-VL anti- 
body 2-S-VH antibody 2, classified in class 530, subclass 387.3. 

IV. Claims 124-125, drawn to a method of synthesizing a bispecific 
antibody comprising VL antibody 1-S-VH antibody 1-S-VH antibody 
2-S-VL antibody 2, classified in class 530, subclass 387.3. 

V. Claims 126, 134-135,, drawn to a method of making a bispecific 
antibody comprising expressing the sequence VL antibody 1-S-VH 
antibody 2 and the sequence VH antibody 1-S-VL antibody 2 and 
combining the two products, classified in class 530, subclass 
387.3. 

VI. Claims 127, 136-137, drawn to a method of making a bispecific an- 
tibody comprising expressing the sequence VL antibody 2-S-VH an- 
tibody 1 and the sequence VH antibody 2-S-VL antibody 1 and com- 
bining the two products, classified in class 435, subclass 188.5 
and class 530, subclass 387.3. 
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VII. Claims 13 8-140, drawn to a method of making a bispecific antibody 
comprising expressing a single chain protein comprising the VH 
and VL regions of a first antibody and the VH and VL regions of a 
second antibody, classified in class 530, subclass 387.3. 

VIII. Claims 141-143, drawn to a method of making a bispecific antibody 
comprising expressing a single chain protein comprising the VH 
and VL regions of a first antibody and the VH and VL regions of a 
second antibody, expressing a single chain protein comprising the 
VL region of the first antibody and the VH regions of the second 
antibody and combining the two, classified in class 435, subclass 
188.5 and class 530, subclass 387.3. 

IX. Claims 144-145, drawn to a method of making a bispecific antibody 
comprising expressing two single chain polypeptides, each com- 
prising a VH and VL region, and combining the two single chain 
polypeptides, classified in class 530, subclass 387.3. 

X. Claims 176-177, drawn to an antibody comprising one antibody VH 
region from a first antibody and one antibody VL region from a 
second antibody, having the sequence VL antibody 2-S-VH antibody 

1, classified in class 530, subclass 387.3. 

XI. Claims 176-177, drawn to an antibody comprising one antibody VH 
region from a first antibody and one antibody VL region from a 
second antibody, having the sequence VH antibody 1-S-VL antibody 

2, classified in class 530, subclass 387.3. 

XII. Claims 146-159, 176, drawn to an antibody comprising one antibody 
VH region from a first antibody, one antibody VL region from a 
second antibody and further comprising a second VL region from 
the first antibody and a second VH region from the second antibo- 
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dy, having the sequence VH antibody 1-S-VL antibody 1-S-VL anti- 
body 2 -S-VH antibody 2, classified in class 435, subclass 188.5 
and class 530, subclass 387.3. 
XIII.. Claims 146-159, 176, drawn to an antibody comprising one antibody 
VH region from a first antibody, one antibody VL region from a 
second antibody and further comprising a second VL region from 
the first antibody and a second VH region from the second antibo- 
dy, having the sequence VH antibody 1-S-VL antibody 1-S-VH anti- 
body 2-S-VL antibody 2, classified in class 435, subclass 188.5 
and class 530, subclass 387.3. 

IX. Claims 146-159, 176, drawn to an antibody comprising one antibody 
VH region from a first antibody, one antibody VL region from a 
second antibody and further comprising a second VL region from 
the first antibody and a second VH region from the second antibo- 
dy, having the sequence VL antibody 1-S-VH antibody 1-S-VL anti- 
body 2 -S-VH antibody 2, classified in class 435, subclass 188.5 
and class 530, subclass 387.3. 

X. Claims 146-159, 176, drawn to an antibody comprising one antibody 
VH region from a first antibody, one antibody VL region from a 
second antibody and further comprising a second VL region from 
the first antibody and a second VH region from the second antibo- 
dy, having the sequence VL antibody 1-S-VH antibody 1-S-VH anti- 
body 2-S-VL antibody 2, classified in class 435, subclass 188.5 
and class 530, subclass 387.3. 

XI. Claims 160-173, 176, drawn to an antibody comprising one antibody 
VH region from a first antibody, one antibody VL region from a 
second antibody and further comprising a second VL region from 
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the first antibody and a second VH region from the second antibo- 
dy, the sequence of the first polypeptide comprising VL antibody 
1-S-VH antibody 2 and the second polypeptide comprising VH anti- 
body 1-S-VL antibody 2, a vector containing the nucleic acid en- 
coding the antibody, a host cell that produces the antibody, a 
bacteriophage containing the nucleic acid, classified in class 
435, subclass 188.5, 320.1, 235.1, 252.3 and class 530, subclass 
387.3 . 

X. Claims 174-176, drawn to an antibody comprising one antibody VH 
region from a first antibody, one antibody VL region from a se- 
cond antibody and further comprising a second single chain poly- 
peptide comprising a VH region and a VL region, classified in 
class 530, subclass 387.3. 

XI. Claims 178-179, drawn to a gene encoding a polypeptide chain com- 
prising the VH and VL from both a first antibody and a second an- 
tibody, the. sequence being VH antibody 1-S-VL antibody 1-S-VL an- 
tibody 2-S-VH antibody 2, classified in class 536, subclass 23.4. 

XII. Claims 178-179, drawn to a gene encoding a polypeptide chain com- 
prising the VH and VL from both a first antibody and a second an- 
tibody, the sequence being VH antibody 1-S-VL antibody 1-S-VH an- 
tibody 2-S-VL antibody 2, classified in class 536, subclass 23.4. 

XIII. Claims 178-179, drawn to a gene encoding a polypeptide chain com- 
prising the VH and VL from both a first antibody and a second an- 
tibody, the sequence being VL antibody 1-S-VH antibody 1-S-VL an- 
tibody 2-S-VH antibody 2, classified in class 536, subclass 23.4. 

XIV. Claims 178-179, drawn to a gene encoding a polypeptide chain com- 
prising the VH and VL from both a first antibody and a second an- 
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tibody, the sequence being VL antibody 1-S-VH antibody 1-S-VH an- 
tibody 2-S-VL antibody 2, classified in class 536, subclass 23.4. 

XV. Claims 180-181, drawn to a gene encoding a polypeptide chain com- 
prising on antibody VH region for a first antibody and a VL re- 
gion from a second antibody, having the sequence VL antibody 2-S- 
VH antibody 1, classified in class 536, subclass 23.4. 

XVI. Claims 180-181, drawn to a gene encoding a polypeptide chain com- 
prising on antibody VH region for a first antibody and a VL re- 
gion from a second antibody, having the sequence VH antibody 1-S- 
VL antibody 2, classified in class 536, subclass 23.4. 

It is noted that claim 161 is confusing and indefinite in that "first 
polypeptide" in line 2 has no antecedent basis. Claim 174 is likewise con- 
fusing and indefinite in that u a second single chain polypeptide" in line 2 
has no antecedent basis. 

The inventions are independent or distinct, each from the other 
because : 

Each of the groups are drawn to methods or bispecific antibodies having 
different combinations of antibody fragments. Therefore the are structurally 
different and patentably distinct. 

Because these inventions are distinct for the reasons given above and 
have acquired a separate status in the art as shown by their different clas- 
sification and recognized divergent subject matter, restriction for examina- 
tion purposes as indicated is proper. 

Applicant is advised that the reply to this requirement to be complete 
must include an election of the invention to be examined even though the re- 
quirement be traversed (37 CFR 1.143). 
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Any inquiry concerning this communication or earlier communications 
from the examiner should be directed to Charles L. Patterson, Jr., PhD, whose 
telephone number is 571-272-0936. The examiner can normally be reached on 
Monday - Friday from 7:30 to 4:00. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Ponnathapura Achutamurthy , can be reached on 571-272- 
0928. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status informa- 
tion for published applications may be obtained from either Private PAIR or 
Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see 
http://pair-direct.uspto.gov. Should you have questions on access to the 
Private PAIR system, contact the Electronic Business Center (EBC) at 866-217- 
9197 (toll-free) . 



Charles L. Patterson, Jr. 
Primary Examiner 
Art Unit 1652 

Patterson 
October 27, 2006 



